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Asthma and Hay Fever 
(Under the supervision of Richard Wiseman) 


The Effect of Intramuscular Trypsin in Chronic Bronchitis. Cohen, G., and 
Dwyer, J.: Canad. M. A. J. 79: 6, 1958. 


Twelve male patients with chronic asthmatic bronchitis were treated 
with intramuscular injections of Parenzymol (trypsin in sesame oil base). 
Difficulty in raising tenacious sputum was a prominent symptom in all of the 
patients. During the first 3 to 5 days of hospitalization every patient re- 
ceived routine treatment consisting of antibiotics, expectorants, and broncho- 
dilators. Pulmonary function studies, consisting of vital capacity, maximum 
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breathing capacity, and timed vital capacity, were then performed with a 
Collins respirometer, after which Parenzymol was added to the treatment 
program. Each person was given 2.5 mg. of Parenzymol every 8 hours for 
a minimum of 5 days, after which the pulmonary function studies were re. 
peated. Although the patients were not informed when the trypsin was 
added to the treatment program, most of them quickly became aware of the 
fact that a new medication was being used because of the pain and discom- 
fort which they experienced at the site of the injection. It was difficult to 
evaluate, either objectively or subjectively, each patient’s response to the 
change in the treatment program. There was no obvious correlation between 
alteration in the quantity or characteristics of the sputum and the patient’s 
clinical course. Pulmonary function studies showed good responses to bron- 
chodilators but little change when intramuscular trypsin was added to the 
treatment program. The authors feel that intramuscular trypsin in a sesame 
oil base is of no benefit in the treatment of the chronie asthma patient whose 
main difficulty stems from inability to raise tenacious sputum. R. W. 


Preparation and Immunologic Properties of Trifidin A, an Antigen From 
Giant Ragweed Pollen. Goldfarb, A. R., Bhattacharya, A. K., and Koer- 
ner, S. K.: J. Immunol. 81: 302, 1958. 


Another technique for separating a single antigen, called Trifidin A, 
from giant ragweed pollen is presented. It represents an improvement over 
the method, previously reported by one of the authors, by which Fraction J 
had been separated from giant ragweed pollen by “solvent precipitation in 
acidified methanol.” Oudin, Ouchterlony, and quantitative precipitin tests 
all seemed to indicate that Trifidin A is a single antigen. The results of 
chemical studies also supported the idea that it is a single chemical entity. 
It showed a single band on ion-exchange chromatography, and _ electro- 
phoretically it traveled in a single band. Trifidin A was very active when it 
was tested intracutaneously in seven ragweed-sensitive patients. In three 
eases nasal insufflation of the substance produced asthma. Trifidin A has been 
obtained from several batehes of giant ragweed pollen. The materials ob- 
tained from all specimens seem to be identical and to correspond to Fraction 
J isolated in the previous studies. B.S. 


Dermatology 
(Under the supervision of Monroe Coleman) 


Cutaneous Reactions Due to Sulfamethoxypyridazine. Lindsay, D. G., Prlina, 
I., Bischoff, A. J., and Becker, S. W.: Arch. Dermat. 78: 299, 1958. 


The incidence of dermatologic reactions to SMPZ, sulfamethoxypy- 
ridazine (Kynex), was investigated in a group of 85 patients, of whom 55 were 
hospitalized on a genitourinary ward and 30 were observed in private prac- 
tice. Of 6 hospitalized patients who had reactions, 2 gave a history of hav- 
ing had previous sulfonamide therapy. Of the 7 outpatients who developed 
an allergic response, 3 previously had had sulfonamide therapy. Twenty- 
nine patients in the combined groups who had a history of previous sul- 
fonamide therapy failed to develop any allergic manifestation to SMPZ. Of 
the 13 patients in both groups who developed cutaneous responses to SMPZ 
and who had a history of previous sulfonamide ingestion, only 1 had had a 
reaction to sulfonamides and another had had a reaction to nitrofurantoin 
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(Furadantin). The only severe reaction which occurred in this series was 
observed in one of the hospitalized patients who was started on 2 grams of 
SMPZ on the fifth postoperative day, followed by 1 gram daily. After 14 
days of therapy he developed a severe exfoliative dermatitis. The lesions at 


first were of the erythematous papular type. This was followed by edema 


of the eyelids, serous crusting at the mucocutaneous junctions, and develop- 
ment of large bullous and purpurie lesions. The patient became moribund 
and almost expired until he was given intravenous hydrocortisone followed 
by large doses of intramuscular hydrocortisone and intravenous ACTH. He 
eventually made a complete recovery but was incapacitated for 6 weeks by the 
severe dermatitie reaction. Most of the other reactions were mild and lasted 
only a few days, onee therapy was stopped. Although previous administra- 
tion of sulfonamides did not appear to influence the incidence of dermatitic 
reactions, it did seem to determine the time of onset of reactions to SMPZ 
when such reactions do occur. Only 2 of the 30 patients who received only 
0.5 gram daily had dermatologic reactions to the medication. The authors 
concluded that there is a definite relationship between dosage and the in- 
cidence of dermatologic reactions. Those patients who had previously re- 
ceived sulfonamide therapy developed reactions to the drug more rapidly than 
those who had never had sulfonamides. __ R. W. 


Recurrent Iododerma. Jones, L. E., Pariser, H., and Murray, P. F.: Arch. 
Dermat. 78: 353, 1958. 


A 67-year-old Negro man was admitted to the hospital with symptoms of 
both pulmonary and vascular disease. A diagnosis of acute and chronic 
pulmonary disease, arterioselerotic heart disease, and progressive muscular 
atrophy of the upper extremities was made. He had been hospitalized pre- 
viously because of a folliculitis of the face, carbunele of the neck and but- 
tock, and a nondermatologie reaction to phenylbutazone (Butazolidin). He 
had received no iodides prior to the above pyodermie episodes. His initial 
treatment consisted of Peritrate, aminophylline, tetracycline, and 1 tablet of 
Quadrinal 4 times daily to alleviate recurrent coughing and wheezing. 
Within a week he developed a small erythematous papulovesicle on the left 
posterolateral thoracie wall. The lesion became umbiliecated and progressed 
rapidly until a large, tender, erythematous nodule with a central ulceration 
covered by a purulent exudate developed. Concomitantly, the patient com- 
plained of a sore throat and hoarseness, but examination of the throat re- 
vealed only slight reddening. Punch biopsy of the lesion showed histologic 
changes suggestive of a hypersensitivity reaction, such as iododerma. Cul- 
tures of the lesion for bacteria or fungi were negative. Treatment with 
erythromyein orally, Neosporin ointment topically, and saline soaks failed to 
produce any relief. In view of the possible reaction to iodides, Quadrinal 
was discontinued. The lesion then began to regress slowly and was com- 
pletely healed within 31 days. 

Seven weeks later, because of a chronie persistent cough, the patient 
was given an ammonium chloride cough mixture which contained 1 grain of 
potassium iodide to each dram. Within 6 days he developed lesions on the 
back of his neck and the anterior chest wall which were similar to the lesion 
observed 2 months previously. Since iodide was the only ingredient common 
to both the cough mixture and Quadrinal, it was suspected that iodide was 
the cause of the reaction. The cough medicine was discontinued and reposi- 
tory ACTH therapy was instituted. 
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The authors point out that, although corticotropin was used in treating 
the second episode of iododerma in this patient, the healing time was approx. 
imately the same in both instances. They feel, therefore that while the 
corticotropin was used without adverse effect no apparent benefit was derived 
from its use in the treatment of this patient. . R. W.’ 


Cashew Nut Shell Oil for Hyposensitization Against Rhus Dermatitis. Klig- 
man, A. M.: Areh. Dermat. 78: 359, 1958. 


Since the cashew tree is closely related immunologically to the group of 
dermatitis-producing plants of the Anacardiaceae family, which ineludes poison 
ivy (Rhus radicans), poison oak (Rhus toxicodendron), Mango (Magnifera 
indica), Japanese lac tree (Rhus verniciflua), and the Indian ink tree (Semeo- 
carpus anacardium), the authors investigated the use of cashew nut shell 
oil in the treatment of Rhus dermatitis. Ten per cent cashew nut shell oil 
was administered orally to 15 Rhus-sensitive men who had previously been 
hyposensitized with PDC but had subsequently regained their original state 
of sensitivity. During oral prophylaxis the change in sensitivity was evalu- 
ated by quantitative patch testing performed every 8 weeks. For admin- 
istration the oil was treated in the following manner: The cashew nut shell oil 
was washed with weak sulfuric acid and then mixed with aerosol OT (wetting 
agent), Tenox II (antioxidant), and ethyl alcohol. The solution was then 
added by means of a dropper to a full glass of water or some other palatable 
liquid, stirred, and drunk with either a glass straw or a disposable straw. The 
following dosage plan was followed: “The first week, 1 drop daily; second 
week, 2 drops daily; third week, 3 drops daily; fourth week, 4 drops daily; 
thereafter increase by 1 drop every 4 days to a total of 20 drops daily; con- 
tinue at this final dose until a total of 35 ml. have been consumed.” After 
the first week the daily dose was divided into a morning and evening por- 
tion in order to reduce the incidence of side reactions. Initial studies in- 
dicated that cashew nut shell oil was approximately as effective as PDC in 
producing hyposensitization against Rhus dermatitis. About 35 to 40 ml. of 
the 10 per cent solution (3,500 to 4,000 mg.) were needed for maximum hypo- 
sensitization. Subsequently, an additional 43 Rhus-sensitive volunteers were 
given 35 ml. of 10 per cent cashew nut shell oil orally with equally effective 
results. Skin eruptions and oral mucous membrane inflammations were the 
most frequent side reactions encountered but none were serious. Five of the 
58 patients (9 per cent) developed mild stomatitis, and 19 (33 per cent) had 
to take their treatment at a slower rate beeause of skin rashes. Diffuse 
erythematous, macular, or maculopapular eruptions were the most frequent 
type of rashes observed. Either localized or generalized pruritus usually 
preceded the onset of the rash and was the most important symptom, once 
the rash developed. Pruritus ani, a frequent adverse effect encountered with 
oily vehicles, occurred only onee. Patients varied greatly in their capacity 
to tolerate the therapy, and the dosage had to be individualized. The ad- 
dition of 50 to 100 mg. of cortisone by mouth daily usually suppressed side 
reactions in persons who had an unusually low tolerance. Courses of therapy 
ranged from 3 to 8 months, with an average of 4 months. The effects of 
treatment began to wane within 6 weeks following the discontinuance of 
hyposensitization. Immunization, therefore, must be repeated each year or 
maintained perennially by the administration of 5 drops of 10 per cent cashew 
nut shell oil daily. In order to rule out any toxicologie reaction to the cashew 
shell oil, 9 subjects were given 10 times the recommended dose orally each 
day for 1 month and then subjected to the usual laboratory studies. The 
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findings were completely normal. The injection of sizable quantities of 10 per 
eent cashew shell oil in sesame oil intramuscularly at weekly intervals into 6 
nonsensitive persons also failed to produce any abnormal response except 
for some local tenderness at the site of the injection. Since the synthesis of 
PDC is costly, and since it is not obtainable commercially, cashew nut shell 
oil is recommended as a substitute for oral immunization against Rhus 


dermatitis. R. W. 


Lichenoid Eruptions Following Contact Dermatitis. Buckley, W. R.: Arch. 
Dermat. 78: 454, 1958. 


Two types of reaction were observed among photographie operators 
with contact dermatitis resulting from exposure to aromatic amines of the 
p-phenylenediamine class of chemicals. The first type was an acute eezema- 
toid response which histopathologically showed liquefaction of the basal 
layer. This group accounted for only 10 per cent of the total cases observed. 
On subsidence of the acute eruption, the residual lesions often appeared to 
be lichenoid in type. The second type of reaction observed was a subacute 
type in which the response developed slowly and the lesions were licheniform 
from the beginning. The earliest consistent finding observed in patients 
whose hands had become sensitized to the chemicals was the loss of eponychial 
tissue and a reddish purple discoloration of the distal phalanges. Continued 
exposure caused the rash to spread up the hands, wrists, and arms; generali- 
zation of the eruption resulted if the worker was not removed from contact 
at this stage. The dry papule observed in healing lesions was not distinguish- 
able clinically from the papule characteristic of lichen planus; histopatho- 
logically, the findings were also very similar to lichen planus except that the 
lesions showed spotty parakeratosis and a more intense perivascular and 
adnexal infiltrate. Papulovesicular lesions caused by sweat retention were 
oceasionally present in the antecubital spaces and simulated atopic dermatitis. 
Pigmentation following the acute reaction lasted for many months, but it 
never was permanent. Freshly prepared 1 per cent dilutions of the chemical 
in distilled water were used for carrying out patch tests. Within 24 hours, 
positive responses were observed in those patients who had developed contact 
sensitivity to the p-phenylenediamine chemicals. When the patch was removed, 
the underlying skin was washed thoroughly with an acid type of skin cleanser 
in order to remove excess chemical and thus to prevent possible sensitization 
by prolonged exposure. The author suggests that hiring employees without 
chronic skin disorders and training them to avoid excessive exposure to the 
p-phenylenediamine chemicals would help tremendously in the prevention 
of sensitization from contact with these materials. R. W. 


Dermatitis From Metal Spectacles. Demonstration of Nickel and Copper 
Compounds From Corrosion of Earpieces. Gaul, L. E.: Areh. Dermat. 
78: 475, 1958. 


Possible sensitization from exposure to metal frames of eyeglasses was 
investigated. Volunteer subjects were patch tested with the intact earpiece 
and with the various components of the earpiece, including the outer sheath 
which contains nickel and gold, the middle sheath which contains copper, 
nickel, and zine, and the core which is made up of copper, tin, and phosphorus. 
Patch tests were read in 24 hours. The intact earpiece showed by far the 
most reactivity. The cut ends of the earpiece produced the largest amount 
of corrosion. These tests were repeated on the same subjeets, but 3 mg. of 
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salt was added to each metal sample before the patch was covered. On most 
of the persons tested, faint coral staining was observed on the tape covering 
the tests done with the middle sheath, the core, and the intact earpieces. The 
greenish deposit was present on the tape from all the patches and was 
especially notable on those removed from the earpiece and middle-sheath 
tests. The greatest degree of corrosion affected the middle sheath, earpiece, 
and core. The reactions from the patch tests coincided with complaints from 
patients about their glasses. Burning was the most important symptom and. 
was troublesome enough to require removal of the patches in less than 12 
hours in 2 of the patients. The presence of a greenish deposit on the skin was 
associated with the onset of symptoms. Addition of the salt to the patch test 
markedly heightened the severity of the reactions and often caused marked 
erythema, edema, and vesicle formation at the point of contact with the metal. 
Chemical analysis of the metal frames disclosed that nickel and copper salts 
were present and that the major portion of the green deposit was composed 
of a nickel compound. Since an alloy of copper and nickel was nonreactive, 
while an alloy of copper, nickel, and zine was reactive, the author suggests 
that zine may be the offending component of the alloy. The author postulates 
that the materials extruded from the various sections of the glasses frames 
act as primary irritants upon contact with moist skin and that this irritation 
may be the mechanism by which sensitization to nickel eventually takes place. 
R. W. 


Philodendron as a Cause of Contact Dermatitis. Ayres, S., Jr., and Ayres, S., 
Til: Arch. Dermat. 78: 330, 1958. 


Twelve patients with contact dermatitis primarily on the upper extrem- 
ities were sensitive to philodendron. Exposure to the plant oceurred as a 
result of contact at work or at home where the plant was used for decoration. 
Each patient showed a typical ivylike erythematovesicular eruption and a 
positive patch test reaction to philodendron. Most of the reactions occurred 
on the flexural surfaces of the forearm, but occasionally an eruption was noted 
on the extensor surfaces of the arms. One patient had some grouped lesions 
on the thighs, and another had a similar reaction on the abdomen. Philo- 
dendron cordatum was the species of philodendron most commonly found to 
produce the dermatitie reaction. The authors state that because of the wide- 
spread use of philodendron as a home decoration, sensitivity to the plant 
must be considered in every case of erythematovesicular eruption resembling 
acute poison ivy dermatitis. R. W. 


Miscellaneous Allergies 
(Under the supervision of Eugene Walzer) 


Hypersensitivity Myocarditis Occurring With Sulfamethoxypyridazine 
Therapy. Blanchard, A. J., and Mertens, G. A.: Canad. M. A. J. 79: 
627, 1958. 


Three patients who developed urinary tract infections during their hos- 
pitalization received sulfamethoxypyridazine (Kynex) therapy. All 3 subse- 
quently died, 2 of them after developing an acute febrile illness within 1 to 3 
weeks following the institution of sulfamethoxypyridazine therapy. The latter 
2 had received 0.5 gram of the drug 3 times daily, while the third patient, 
who died from a metastatic malignancy, had received 0.5 gram twice daily 
for 3 weeks prior to his death. All the patients were elderly men and had 
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similar postmortem myocardial findings. Small subepicardial hemorrhages, 
especially prominent along the distribution of the coronary vessels, were ob- 
served. “Microscopically there was a rich interstitial exudation with eosin- 
ophil leukocytes.” There was, however, no evidence of either degenerative 
changes or of vasculitis. A prominent histologic feature was a granulomatous 
collection of histiocytes observed in the spleen, lymph nodes, and bone marrow. 
In all the extracardial locations this change was accompanied by the presence 
of eosinophils. It was suggested that the acute interstitial myocarditis was 
characteristic of a drug-induced hypersensitivity and that sulfamethoxy- 
pyridazine was the probable offender. R. W. 


Hypersensitivity to Penicillin. Munroe, D.S.: Canad. M. A. J. 78: 924, 1958. 


Two cases of acute anaphylactic reactions from penicillin are reported. 
The first patient, a 47-year-old man, received penicillin therapy during the 
course of a mitral commissurotomy. One month later, following an intra- 
muscular injection of 1,200,000 units of benzathine penicillin G, he went into 
shock and died within 1 minute. Autopsy failed to reveal the cause of death. 
The second patient, a 55-year-old man, developed symptoms simulating an 
aeute coronary occlusion following the ingestion of 1 tablet of 400,000 units 
of penicillin for relief of an acute sore throat. Severe anterior chest pain and 
dyspnea developed within 10 minutes. Brief periods of unconsciousness 
followed. A severe pruritus unassociated with skin lesions developed. The 
chest pain and dyspnea persisted. The patient gradually came out of his 
shocklike state and eventually made a complete recovery. Although his 
family history was negative for allergic disease, he had a suspicious history of 
childhood asthma. He had received a course of penicillin 11 years previously 
for treatment of primary lues. 


The value of skin testing as a means of preventing reactions to penicillin 
is minimized. It is suggested that the use of penicillinase may be helpful in 
preventing as well as relieving allergic responses to penicillin, particularly in 
the administration of small amounts of penicillin, such as are found in polio 
vaccine, to patients hypersensitive to penicillin. R. W. 


Anaphylaxis 
(Under the supervision of Harold Friedman) 


Anaphylaxis in Hemophilus Pertussis-Treated Mice. I. Passive Anaphylaxis 
With Heterologous Rabbit Antibody. Munoz, J., Schuchardt, L. F., and 
Verwey, W. F.: J. Immunol. 80: 77, 1958. 


In mice previously injeeted intraperitoneally with H. pertussis vaccine 
passive anaphylaxis was induced by a sensitizing intraperitoneal injection 
of rabbit anti-BSA (bovine serum albumin) and a challenging intravenous 
dose of BSA. The optimal conditions for producing passive anaphylaxis in 
mice and the mode of aetion of I. pertussis vaccine were studied. The follow- 
ing were some of the more important findings : 


Passive anaphylaxis was readily produced in mice that had received 250 
to 2,000 million H. pertussis cells four days before they were sensitized with 
rabbit antibody. In these experiments, the optimum sensitizing dose was 
found to be 187 to 200 » of rabbit antibody nitrogen (Ab N). In animals 
prepared in this manner, the optimum amount of antigen for the challenging 
dose was about 0.04 mg. Exeessive doses did not produce anaphylaxis so 
effectively. The optimal interval between the injection of H. pertussis and 
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of antibody was four days. A wait of 9 to 12 days would completely abolish 
the H. pertussis effect. After administration of antibody, sensitivity lasted 
three days. The onset of sensitivity was immediate if antiserum was given 
intravenously but began in from 30 minutes to 6 hours after intraperitoneal 
injection. No relationship was observed between the development of active 
or passive anaphylactic sensitivity and development of histamine sensitivity, 


Mice treated with H. pertussis vaccine develop marked sensitivity to 
histamine, serotonin, cold stress, endotoxins, x-ray, reduced atmospheric 
pressure, and other stresses. It cannot be said that histamine plays a vital 
role in such anaphylaxis, for histamine-resistant mice are subject to active 
anaphylaxis as well as histamine-sensitive mice. Doses of antihistamines that 
protect against lethal doses of histamine fail to protect against anaphylaxis, 
Similarly, in the case of serotonin, active anaphylaxis can be produced when 
serotonin hypersensitivity has disappeared, and antiserotonin drugs (BAS, 
LSD) fail to protect mice against anaphylaxis. Adrenalectomy, like JH. 
periussis treatment, increases sensitivity of mice to anaphylaxis and various 
toxins and stresses, including histamine and serotonin. Despite this simi- 
larity, all attempts to demonstrate a direct effect of H. pertussis on the adrenal 
glands have failed. D.G. 


A Comparison of Shock due to Endotoxin With Anaphylactic Shock. Weil, 
M. H., and Spink, W. W.: J. Lab. & Clin. Med. 50: 501, 1957. 


The intravenous injection of endotoxins from F. coli or Br. melitensis 
into healthy, adult dogs was followed in two to three minutes by pruritus, 
hyperpnea, agitation, vomiting, diarrhea, shivering, and a progressive fall 


in blood pressure. The dogs then became apathetic and dragged their hind 
legs when moving about. During the first postinjection hour, gagging and 
tenesmus, followed by profuse bloody vomitus and bloody diarrhea, were 
prominent features. A gradual rise in rectal temperature from approximately 
39° C. to 42° C. occurred during the first three hours. Within the next three 
to five hours the animals usually lapsed into coma, and they died 12 to 24 
hours after the injection of endotoxin. Postmortem examination revealed 
congestion of the liver, submucosal bleeding, and epithelial sloughing of 
extensive surfaces of the small intestine, accompanied by marked edema of 
the gall bladder. Similar morphologic alterations have been found in the 
gastrointestinal tract of anaphylactically shocked dogs. As in anaphylaxis, 
marked leucopenia, thrombocytopenia, and hemodynamic changes occurred 
with endotoxin shock. The onset of shock was accompanied by a rise in 
portal vein pressure and was due to massive pooling of blood in the portal 
system resulting in greatly diminished venous return to the heart. The blood 
glucose level, after an initial slight rise, showed a steep fall during the ensuing 
3-hour period. There was no variation in the coagulability of blood before 
and after the injection of endotoxin. The lack of evidence that heparin was 
liberated following the injection of endotoxin constituted a significant dif- 
ference between anaphylactic shock and endotoxin-induced shock. Chordot- 
omy, vagotomy, and decapitation did not alter the essential hemodynamic 
response, indicating that shock was not primarily due to intoxication of the 
central nervous system. Blood samples collected through a cardiac catheter 
in the inferior vena cava revealed the presence of “histamine-like” substances 
within one to two minutes after the injection of endotoxin. This coincided 
with a period of precipitate fall in arterial pressure. Between the third and 
fourth minutes, the “histamine-like” substances had again disappeared from 
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the plasma. Although pretreatment with corticosteroids prior to the admin- 
istration of endotoxin provided some protection against shock, the differences 
in the responses of pretreated and control dogs were not decisive. These 
responses closely resembled those of anaphylactic shock in the dog. It was 
suggested that the reaction to endotoxin may be another example of the 
anaphylactoid type of reaction. E. W. 


Pharmacology, Physiology, and Pathology 
(Under the supervision of Bernard Siegel) 


Acute Pancreatic Lesions in Patients Treated With ACTH and Adrenal 
Corticoids. Carone, I. A., and Liebow, A. A.: New England J. Med. 
257: 690, 1957. 


Tissue sections of the pancreas, obtained at autopsy from 54 consecutive 
patients treated with ACTH or adrenal steroids, including cortisone, hydro- 
cortisone, prednisone, and prednisolone, were studied. Patients treated for 
less than three days before death were not included in this study. The control 
material consisted of similar sections obtained from 54 patients with diseases 
comparable to those in the steroid-treated group, but who had not received 
hormone therapy. In 16 of the 54 patients treated with ACTH or adreno- 
cortical steroids, there was histologic evidence of acute pancreatitis, fat 
necrosis, or both. These changes were mild in 6 patients, moderate in 7, and 
severe in 3. In 4 eases only pancreatitis was present, and in 3 there was only 
fat necrosis, whereas in the remaining 9 both lesions were seen. Gross evi- 
dence of panereatic lesions was detected in 6 cases. The panereas appeared 
slightly swollen and of inereased firmness, and there were numerous charac- 
teristic white, chalky foci measuring up to 5 mm. in diameter. Histologically, 
the pancreatitis was interstitial, with slight edema and collections of varying 
numbers of neutrophils, lymphocytes, and occasionally mononuclear cells. 
Zones of fat necrosis were sharply delimited, with surrounding collections of 
neutrophils and other cellular elements. Histologically, necrosis of the paren- 
chyma was minimal or absent. In several cases, the congestion, edema, and 
protein of the exudate seemed to be out of proportion to the number of 
neutrophils, reflecting the inhibitory effect which adrenal corticoids have 
upon leukoeytie exudation. Lack of hemorrhage suggested that the pan- 
creatitis was not severe enough to cause digestive necrosis of the walls of 
vessels by released pancreatic ferments. In 2 patients, not included among 
the 16 with acute lesions, focal small zones of organized fat necrosis were 
seen. One of these patients had received large doses of ACTH and cortisone, 
which had been discontinued 7 months before death; the other had been 
treated with cortisone for over 5 months at the time of death. These findings 
suggest that steroid-induced changes in the pancreas are not necessarily 
progressive but may subside and heal. Ectasia of panereatie acini occurred 
in 59 per cent of the patients in the steroid-treated group and in 24 per cent 
of the control patients. The acinar changes were more severe and more 
widespread in the steroid-treated group. Formalin-fixed pancreatic sections 
of 21 patients from the steroid-treated group were stained in search for bac- 
teria. There were no demonstrable organisms in the pancreas of patients 
with acinar ectasia. Bacterial organisms were present in 2 patients with 
pancreatitis and focal necrosis who terminally had staphylococeal septicemia. 
None of the patients had signs or symptoms of pancreatitis, despite the pres- 
ence of the lesions. No single hormone preparation was predominantly re- 
sponsible for the panereatie changes observed. ACTH, cortisone, hydro- 
cortisone, prednisone, and prednisolone, used alone or in various combinations, 
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were associated with pancreatic lesions in the series studied. Suggestive eyj. 
dence was found that these agents have a more profound effect upon the pan- 
ereas when administered parenterally. Examination of the medication sched. 
ules of 16 steroid-treated patients did not indicate that drugs other than 
steroids, such as digitalis, Demerol, Thorazine, and antibiotics, were ye. 
sponsible for any of the pancreatic changes described. It was postulated 
that adrenal steroids might alter pancreatic secretion and produce obstructive 
acinar changes with release of pancreatic enzymes. It was suggested that 
long-term therapy with ACTH or adrenal corticoids be administered with 
caution on the basis of evidence of injury to the pancreas. E. W. 


Influence of Antihistamines on Mast Cell Disruption Following X-Irradiation. 
Smith, D. E.: Proe. Soe. Exper. Biol. & Med. 97: 872, 1958. 


Rats and hamsters were sacrificed at various intervals after treatment 
with x-rays and antihistamines. Specimens from the mesentery, skin, and 
cheek pouch were studied microscopically. In both rat and hamster, x-irradi- 
tion was followed by evidence of marked damage to mast cells in the mesen- 
tery, skin, and cheek pouch. The antihistamines used in these experiments, 
pyrilamine maleate (Neo-Antergan, Merck) and promethazine hydrochloride 
(Phenergan, Wyeth), were injected intraperitoneally each day, beginning 
with the day of irradiation. The administration of pyrilamine maleate 
largely prevented damage to mast cells in the mesentery but not to those 
in skin and cheek pouch of the irradiated hamster. No protection by this 
antihistamine could be demonstrated in the irradiated rat. Promethazine 
hydrochloride in low dosage failed to protect mast cells against radiation 
damage in any tissue of the hamster. Promethazine hydrochloride in high 
dosages destroyed mast cells of the mesentery of the nonirradiated hamster, 
but it did not affect those of the skin and cheek pouch. The experiments do 
not explain the mechanism of protection by the antihistamines or the locali- 
zation of protection to the region of administration. T. CHAO 


A Comparison of the Effects on the Shwartzman Phenomenon of Leukopenia 
Produced by Nitrogen Mustard and by Whole Body Irradiation. John- 
stone, D. E., and Howland, J. W.: J. Exper. Med. 108: 431, 1958. 


Localized Shwartzman reactions were induced in control animals and in 
those treated with nitrogen mustard and irradiation to a point of severe 
leukopenia. Of the mustard-treated animals, only 18 per cent responded with 
a Shwartzman reaction when their lymphocyte count was less than 1,200 cells 
per cubic millimeter, and only 10 per cent reacted when the total white cell 
count was under 2,000 cells per cubic millimeter. Almost 5 times the number 
of Shwartzman reactions were obtained in irradiated animals with total leuko- 
cyte counts below 1,200, as were observed in those with comparable leuko- 
penia induced by nitrogen mustard. Histologic sections of the Shwartzman 
sites disclosed the presence of inflammatory changes and polymorphonuclear 
cells at the reacting site of x-irradiated animals, regardless of the peripheral 
leukopenia. It was concluded that, contrary to reports of others, “some 
factor other than the presence or absence of polymorphonuclear leukocytes 
is decisive in determining the susceptibility to the localized Schwartzman re- 
action,” and “the mechanisms of action of nitrogen mustard and whole body 
irradiation on body tissues differ in relation to the Shwartzman reaction.” 


E. K. 
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Immunology 
(Under the supervision of Eloise Kailin) 


Circulating Antibody Directed Against Penicillin. Ley, A. b., Harris, J. P., 
Brinkley, M., Liles, B., Jack, J. A., and Cahan, A.: Seience 127: 1118, 


1958. 


In the course of routine testing in a blood bank, it was found that the 
serum of a prospective transfusion recipient agglutinated all erythrocyte sus- 
pensions prepared with penicillin. When penicillin was omitted, the serum 
failed to agglutinate the erythrocytes. Furthermore, exposure of the pa- 
tient’s own erythrocytes to penicillin made them agglutinable by his own 
serum. It was found that human erythrocytes of all blood groups could be 
sensitized to react to this serum by exposure to adequate concentrations of 
penicillin G, O, K, or synnematin B. 

The sensitization of the erythrocytes with penicillin, s So- oma ‘penicillin- 
ization,” persisted until the erythrocytes hemolyzed, usually within 2 or 3 
weeks. The erythrocyte sensitization was not affected by exposure to peni- 
cillinase, papain, or ficin. The substitution of penicillinase, papain, ficin, and 
various antibiotics for penicillin compounds in the sensitization procedure 
gave negative results. Penicillin, inactivated by penicillinase, failed to pro- 
duce red-cell sensitization. 

The degree of sensitization of the erythrocytes was found to vary directly 
with the time of exposure of the cells to penicillin and with the concentration 
of the penicillin. The most convenient method of sensitization was the addi- 
tion of 8 ml. of an equal mixture of whole blood and Alsever’s solution to a 
vial containing 200,000 units of powdered penicillin G. The mixture was in- 
eubated at 37° C. for one hour. An aliquot was then withdrawn, and the red 
cells were washed three times with isotonic saline and prepared as a 4 to 10 
per cent suspension in saline. 

Twenty-five out of approximately 2,000 sera studied reacted specifically 
with “penicillinized” red cells. Although all 25 of the patients supplying 
these sera had received penicillin at some time in the past, only a few demon- 
strated clinical sensitivity to the antibiotic. Agglutination with weakly re- 
active sera could be demonstrated only by the antiglobulin technique. With 
more strongly reacting sera, agglutination was demonstrable in a test tube 
or on a slide. The specificity of these serum reactions was further demon- 
strated by inhibition tests. When higher concentrations of penicillin were 
mixed with reactive sera prior to exposure to the sensitized red cells, the 
agglutination reaction was completely inhibited. The serum antibody was 
found to be stable for at least several weeks at refrigerator temperatures and 
resisted degradation at a temperature of 56° C. for 2 hours. B.S. 


J. Immunol. 81: 91, 


The Curious Case of the Common Cold. Dingle, J. H.: 
1958. 


The author reviews the older concepts of the nature and the etiological 
and predisposing factors of the common cold. He still finds it impossible to 
provide an acceptable definition for this illness. He then reviews the develop- 
ments in this field during the last two deeades. 

Recent clinical studies have not contributed much toward a sharper defi- 
nition and differentiation of the common cold from other acute respiratory 
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infections. Epidemiologic studies have been more helpful. There is a re. 
ported average incidence of from three to six colds per person per year, de- 
pending on the methods of observation. The attack rates are higher in ¢hil- 
dren and diminish with age, but immunity does not seem to be a factor in 
this decrease. The seasonal occurrence of colds in the temperate zones is 
recognized, but a relationship to temperature change, diet, and other non- 
specific factors has not been uniformly substantiated. Strong evidence points 
to crowding and clothing as important etiological factors, and the role of 
chilling and exposure is minimized. It has not been easy, under controlled 
conditions, to cause the transmission of spontaneous colds to normal volun- 
teers by intimate exposure. Nevertheless, intimate contact and possibly di- 
rect contamination by droplets seem to be important features in the trans- 
mission of natural colds, since such indirect measures as the use of dry con- 
taminated handkerchiefs or the contamination of the volunteers’ external 
nares with nasal secretions from a person with a cold have not been succeess- 
ful. “Pedigreed” colds, which are those produced experimentally by inocu- 
lation, are rarely, if ever, spread secondarily. This suggests that “pedigreed” 
colds are more attenuated by passage than are spontaneous colds. 

Transmission studies on nasal secretions indicate that the virus is stable 
in a frozen state and is inactivated by heat at 56° C. It is between 40 to 50 
mp in size. Only man and the chimpanzee may serve as hosts. About half 
of the normal volunteers will develop a cold following intranasal inoculation 
with the proper material. An unusual relationship exists between dosage of 
nasal secretions and the attack rate, which is not altered until a serial dilu- 
tion of 10-* is reached, at which point the attack rate drops to zero. Women 
are said to be more susceptible than men, and this is attributed to variations 
produced by the menstrual cyele. Cultivation of the agent of the cold is still 
an extremely difficult procedure, and the prerequisites for its growth are still 
undefined. 

Adenoviruses are not related to the common cold and are not responsible 
for more than 1 to 5 per cent of respiratory infections among noninstitutional 
civilians. Because the evidence points to a lack of development of immunity 
to colds, there is good reason to doubt that specific vaccines will be success- 
ful in the prevention of colds, even when they contain the true agent. The 
writer coneludes with an analysis of the present techniques of study and 
points out the need for new approaches to the problem. B. 8. 


Antibody Formation in X-Irradiated Rats Protected With Rat or Rabbit 
Hematopoietic Cells. LaVia, M. F., Simmons, E. L., and Denko, J. D.: 
Proe. Soe. Exper. Biol. & Med. 98: 215, 1958. . 


Experiments have shown that hematopoietic cells, injected into lethally 
irradiated rodents, even of divergent genera, will colonize the host and retain 
their original physiologic properties. In order to determine whether the in- 
jected cells are directly implicated in antibody formation in the recovering 
animal, lethally irradiated rats were protected with rabbit embryo liver cells. 
Rabbit cells respond to soluble antigen with the formation of precipitating 
antibody, but rat cells do not. Male Sprague-Dawley albino rats, each weigh- 
ing from 350 to 400 grams, were subjected to 750 r total-body x-irradiation. 
Twenty-eight- to 30-day-old fresh rabbit embryo livers were minced with 
Locke’s solution, and a suspension containing 100,000,000 cells per milliliter 
was prepared by a special technique. Within 4 hours of irradiation each rat 
received 1 ml. of this suspension via the tail vein. Antigenic stimulation with 
100 mg. BSA (bovine albumin powder, Fraction V from bovine plasma) dis- 
solved in 1 ml. of Salmonella typhi vaccine was accomplished by the intra- 
venous route from 2 to 7 weeks after liver-cell transfer. The rats were bled 
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7 days after stimulation, and their sera were preserved for agglutination 
titrations. Since the rat normally responds to typhoid antigen, control ir- 
radiated rats, protected with suspensions of rat liver embryo cells, were stimu- 
lated with the double antigen at weekly intervals as a check on the recovery 
of the rat’s capacity for antibody formation. 

Control rats, treated with rat embryo liver cells, did not respond to BSA 
at any time. Rats protected with rabbit ceils, however, responded with the 
formation of precipitating antibody to BSA, beginning 2 weeks after irradi- 
ation and inereasing fourfold by 4 weeks. Rat-protected rats demonstrated 
significant titers to typhoid vaccine after a 2-week period, but the response 
of rabbit-protected rats to typhoid vaccine was delayed and variable. 


The present studies indicate that colonized cells of either isologous or 
heterologous origin remain viable in the recipient animal for long periods of 
time and are capable of independent antibody formation. Animals protected 
with isologous mesenchymal cells apparently recover their own antibody- 


producing capacity faster than those protected by a heterologous cell suspen- 
sion. H. STRYKER 


A Comparison of Human Antisera to Purified Diphtheria Toxoid With Anti- 
sera to Other Purified Antigens by Quantitative Precipitin and Gel Dif- 
fusion Techniques. Finger, I., and Kabat, E. A.: J. Exper. Med. 108: 


453, 1958. 


Gel diffusion studies were set up using antigen, gel, and antibody layered 
in small tubes in the Preer modification of the Oakley-Fulthorpe technique. 
This proved to be more sensitive than the Oudin tube or Ouchterlony plate 
methods. It was determined that as little as 3 to 9 meg. of antibody nitrogen 
per milliliter in a serum was detectable. By a succession of serum dilutions, 
noting the point at which various precipitin bands disappeared, the quantity 
of antibody present in each band was estimated. Eight Schick-negative per- 
sons immunized to purified diphtheria toxoid developed not only antitoxin 
but also antibodies to impurities in the toxoid. A serum, Hu, previously be- 
lieved to contain no precipitating antibody to diphtheria toxin, was found to 
have considerable precipitating antibody against an impurity in the toxoid 
preparation. 

“The diphtheria toxin-human antitoxin system, in accord with investi- 
gators who studied the system using horse antitoxin, cannot at present be 
considered other than a crude mixture of antigens and the antibodies formed 
to them and has severe limitations in the study of hypersensitivity.” “The 
presence of antibodies to impurities in all human antitoxins examined in the 
present work brings into question the assumption that human antitoxin as 


such has a skin-sensitizing capacity.” E. K 


Otorhinology and Ophthalmology 
(Under the supervision of Hilda Stryker) 


Studies on Antigens in the Human Cornea and Their Relationship to Corneal 
Grafting in Man. Nelken, E., Michaelson, I. C., Nelken, D., and Gurevitch, 
J.: J. Lab. & Clin. Med. 49: 745, 1957. 


Eyes of cadavers were enucleated within 12 hours after death and heart 
blood was simultaneously taken for determinations of the blood group, isoag- 
elutinin titer, and Rh antigens. The corneas were sliced and homogenized with 
saline, producing a very fine, white, pasty homogenate which served as the 
antigenic material. The minimal titer of isoagglutinins in normal sera used 
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for adsorption experiments was 1:128. Aqueous humor was obtained by 
puncture and aspiration of the anterior chamber of the eye from which the 
cornea was obtained. In adsorption experiments, equal quantities of cornea] 
homogenate and serum were mixed and were left for six hours at a temper. 
ature of 6° C. The corneal homogenate was separated by centrifugation, 
and the antibody titer of the supernatant was determined. When O serum 
was adsorbed by corneal material from a person of blood group A or from 
a person of blood group B, only the titer of the corresponding isoagglutinin 
was reduced. When O serum was adsorbed by corneal homogenates from 
persons of blood group AB, adsorption of both anti-A and anti-B isoagglu- 
tinins resulted. When corneal material from persons of blood group O was 
used, no reduction whatsoever could be detected in either the anti-A or the 
anti-B titer of the serum. In all cases, corneal material showed the same 
antigenic reactions as erythrocytes. Eluates were prepared from 28 different 
samples of corneal homogenates and examined for agglutinating capacity 
against erythrocytes. In all cases, these eluates showed serologic reactions 
similar to those of eluates from erythrocytes. By adsorption and elution ex- 
periments, it was not possible to determine whether the human cornea. pos- 
sessed Rh antigens. When the same antiserum was adsorbed for 3 hours by 
equal amounts of packed red cells, corneal homogenate, and packed epidermal 
homogenate from persons of the same blood group, a reduction of the titer 
was observed in all three instances. The reduction in the titer of the anti- 
serum was greatest with erythrocytes, less with corneal homogenate, and 
least with epidermal homogenate. In 12 patients who had received lamellar 
corneal grafts from persons of the same or different blood groups, no change 
in the anti-A or anti-B titer occurred. Concomitant examinations for isoag- 
glutinins were made in the aqueous humor and the sera of the persons from 
whom aqueous humor was obtained. It was found that aqueous humor con- 
tained anti-A and/or anti-B antibodies when the isoagglutinin titer of the 
serum was 1:64 or higher. Isoagglutinins could be detected in the aqueous 
humor only by the agglutination of papain-treated red cells. E. W. 


Transmission of the Experimental Common Cold in Volunteers. II. The Effect 
of Certain Host Factors Upon Susceptibility. Dowling, H. F., Jackson, 
G. G., and Tohru, I.: J. Lab. & Clin. Med. 50: 516, 1957. 


Secretions obtained from patients with typical common colds were proc- 
essed and instilled into the nares of human volunteers to determine whether 
they would cause symptoms of the common cold. All volunteers were healthy 
men or women between the ages of 18 and 35. Cold transmission was con- 
sidered successful when at least 2 of the following 3 criteria were met: “(1) 
A score of 14 or more points in 6 days (over the base-line symptoms taken 
on the day of the experiment) based on the following symptoms recorded 
daily: headache, sneezing, chilliness, nasal discharge, nasal obstruction, sore 
throat, coughing, and malaise. (2) The impression of the subject that a cold 
had developed following challenge. (3) An inerease in nasal discharge on 
3 of the 6 days after challenge (or severe nasal discharge on 2 days).” Colds 
developed in 64, or 45 per cent, of 143 volunteers with a history of allergy 
who were challenged with one of five infectious secretions obtained from 
patients with a common cold. These results were in contrast to 218 (51 per 
cent) colds that developed in 693 nonallergie persons who were similarly 
tested. Colds developed more frequently among inhalant-sensitive than among 
food-sensitive or injectant-sensitive subjects. These findings were statistically 
significant. No significant differences in the susceptibility to colds could be 
found between tonsillectomized and nontonsillectomized subjects, or between 
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cigarette-smoking subjects and nonsmokers. “Among 13 female volunteers 
who were chilled and given an infectious secretion during the middle third of 
the menstrual cyele, 10 (77 per cent) developed colds as compared with 28 
and 30 per cent of subjects similarly treated who were challenged during the 


first or the last third of the menstrual eycle, respectively. The differences 
between the incidence of colds in chilled subjects challenged during the middle 
third and those chilled and challenged during the first or last thirds of the 


menstrual cyele or those challenged during the middle third of the menstrual 
E. W. 


eyele without being chilled, were statistically significant.” 


Miscellaneous 
(Under the supervision of Murray Albert) 


Factors Influencing Clinical Evaluation of Drugs. With Special Reference 
to the Double-Blind Technique. Modell, W., and Houde, R. S.: J. A. 
M. A. 167: 2190, 1958. 


The authors enumerate various criteria for distinguishing substantial 
from unsubstantial studies in evaluating the reports on the great number of 
new pharmacologically active drugs introduced each year. The factors which 
influence data in clinical evaluations are numerous and inelude pharmaco- 
dynamic actions, dosage, choice of subjects, use of controls, collection of data, 
sensitivity of the method, placebo actions, bias, and forces extraneous to the 
experiment. For example, if dosage is too low, clinical evaluation will not 
reveal a difference between a placebo and the drug; if dosage is too high, 
it may produce toxie effects and obscure therapeutic values. <A series of 
graded doses provides a better basis for drug evaluation than a single dose, 
since it also serves as a built-in measure of the sensitivity of the method and 
of the discriminating powers of the study population—an internal control. 
The choice of the appropriate subject is a critical matter and depends on 
whether the investigator is seeking a therapeutic evaluation or a pharma- 
cologie examination. It is too often assumed by readers and even implied by 
authors that the results of one type of investigation invariably apply to the 
other. In collecting data, the daily report ecard has the same fundamental 
deficiencies as the 2-week reeall. To distinguish the effects of the act of drug 
administration from the pharmacodynamie effects of the medicament itself, 
a placebo must be given. The “double-blind technique,” which is a standard 
procedure used to eliminate bias by the physician, really does not eliminate it 
but attempts to deal with it by equalizing its effects. It is emphasized that 
the double-blind technique does not validate otherwise poorly designed ex- 
periments and will not “correct astigmatism or myopia in the examination of 
drugs.” It is further stressed that “the blind will not lead the blind to a valid 
conclusion unless the method somehow also provides vision.” M. C. 


Smoking and Chronic Respiratory Disorders. Results of Abstinence. Swine- 
ford, O., Jr., and Ochota, L.: Ann. Allergy 16: 455, 1958. 


Forty-six of 52 patients suffering from chronic respiratory ailments im- 
proved when they stopped smoking. The records of 25 of these patients, 
ranging in age from 28 to 71 years, who were suffering from such chronic 
respiratory conditions as asthma, pulmonary emphysema, hay fever, pansinus- 
itis, bronchiectasis, and chronic bronchitis, were studied after the patients 
had abstained from smoking for an average period of 5 years. In 15 eases, im- 
provement attributable solely to cessation of smoking occurred. In 10 pa- 
tients in whom it was necessary to continue with bronchial therapy, definite 
additional relief was noted following the discontinuance of smoking. Striking 
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improvement in the ventilatory capacity was observed particularly in 4 bed. 
fast orthopneic, emphysematous patients who were able to walk around the 
ward comfortably a few days after they had stopped smoking. In 9 out of 
10 patients in whom total vital capacity recordings were made, an increase 
of from 9 to 31 per cent was observed after smoking was stopped. (Con. 
comitant complaints, such as asthma, frequent colds, chest pain, and hay 
fever, also improved with cessation of smoking. H. F. 


A Comparison of Benadryl and Chlor-Trimeton in Intravenous Urography, 
Wechsler, H.: New York J. Med. 58: 3304, 1958. 


The incidence of side reactions following intravenous urography when 
either Benadryl or Chlor-Trimeton is added to the contrast medium was in- 
vestigated. Individuals selected for study ranged in age from 21 to 82 years, 
and all were male patients on either the urologic or the paraplegic wards of a 
large VA hospital. During the months of October and December, 1957, every 
patient being subjected to an intravenous pyelogram had a solution con- 
taining 10 mg. of Chlor-Trimeton added to 25 ¢.c. of Hypaque just prior to 
its injection. In November, 1957, and January, 1958, the same type of proce- 
dure was followed except that 10 mg. of Benadryl was substituted for the 
Chlor-Trimeton. Of the 187 patients receiving Benadryl combined with the 
contrast dye prior to the x-ray studies, 10 developed nausea, 5 vomiting, and 
2 sweating. Out of the 176 patients receiving Chlor-Trimeton, 4 complained 
of nausea, 2 of vomiting, 2 of dizziness, and 2 of itching of the skin. The 
author concluded that as a result of the addition of antihistamines to the 
intravenous dye the rate of reactions from intravenous urography was exceed- 
ingly low. Chlor-Trimeton caused less nausea and vomiting, while Benadryl 
appeared to produce less dizziness and itching of the skin. R. W. 


Acute Pericarditis After Smallpox Vaccination. (Cangemi, V. F.: New 
England J. Med. 258: 1257, 1958. 


Approximately three weeks after his first vaccination against smallpox, 
a 56-year-old man developed the signs, symptoms, and electrocardiographic 
changes characteristic of acute pericarditis. A large local reaction was pres- 
ent at the site of vaccination. There was no evidence of upper respiratory 
infection or pulmonary involvement. Spontaneous recovery ensued within 
the following four weeks. Acute pericarditis has been previously reported in 
association with serum sickness, suggesting an allergic etiology. The sup- 
position that pericarditis may be the result of an antigen-antibody reaction 
has been supported by a number of experimental studies and clinical observa- 
tions. H. STRYKER 


